psychologic effects,   recent  studies  have been aimed at measurement of specific elements of  the immune  system in the presence of psychologic stress.     Stein and associates have  observed  depressed  lymphocyte function associated with varying intensities  and qualities of stressors.il/     Bereavement has been associated with depressed T cell response  to mitogens,   concanavalin A,   and PHA.±§/     Although the investigators in this  study did not  observe  a difference between control and bereaved  subjects at two weeks  after  death of the spouse, a significant difference was observed at five weeks.     No  significant difference was observed,  however,   in such variables as:  overall number of T and B cells,  antibody  titers,   presence of antibodies,  or hormonal  levels.     Thus the changes   that were   observed may be considered independent of neuroendocrine responses  that,   in other studies of stress,  may have  been identified  as mediating  factors.
An explanation of  the connection between experiential  stress and immune responsiveness  is needed.     The  neuroendocrine  and/or  central nervous systems seem to be likely intermediaries.     Specific experimental evidence must  link behavioral  circumstances  and altered neuroendocrine states to compromised or enhanced  immune responsiveness.     Correlation of  this  altered  neuroendocrine  function to   specific disease states would complete  the explanation.
Some  experimental data are  currently available.     Overcrowding of rats  causes  steroid elevations,  with consequent  decrease in primary and  secondary response  to foreign  protein;   electric  shock stress did not produce  this effect.il/     Similarly,   Gisler   found  that  activity of   splenic  lymphocytes was suppressed in mice  subjected to acceleration or anesthesia.20/     Limiting  feeding   schedules  in rats reduces graf t-versus-host  response more  than does  administration of ACTH,   indicating   that alteration in corticosteroid level  is not  the only mechanism responsible for such adaptation.     In support of  this multifactorial concept,   corticosteroids  are  found   to  suppress precursor cells,   although  they do not  affect antibody producing cells.     A postulated  reason for  this multifactorial mechanism is  that it may prevent  reaction to self,  as  in autoimmune  disease.
The effects of individual hormones on immune  response have  been documented.il/  Demonstration of  the   simultaneous  effects  of multiple neuroendocrines,  however,   lags  far  behind,  making  it difficult  to define how the CNS influences  immune  response.     The glucocorticoids appear to be of  prime  importance,   affecting  the distribution and activation of lymphocytes,   macrophages,   and natural killer  (NK)  cells.
Ader has described  a number  of variables  affecting  the impact of stress on immune  function:
the quality and quantity of stressful  stimulation